Barton (Spon. by W a l t e r T. Hughes) S t . Jude C h i l d r e n ' s Research H o s p i t a l , D i v i s i o n of I n f e c t t o u s D i s e a s e s , Memphis, TN. I n o r d e r t o d e t e r m i n e i f the r a t e of endotoxin l i b e r a t i o n f o l l o w i n g a n t i b i o t i c t h e r a p y of gram-negative b a c t e r i a l s e p s i s i s r e l a t e d t o t h e a n t i b i o t i c c l a s s a d m i n i s t e r e d , s e p s i s was
induced in 12 r a b b i t s by i n t r a p e r i t o n e a l i n j e c t t o n of E. c s l _ ? K I .
Blood was sampled j u s t p r i o r t o and 112 hour and h o u r l y f o l l o w i n g a n t i b i o t i c a d m i n i s t r a t t o n .
B a c t r r e m l a was measured by q u a n t i t a t i v e c u l t u r e .
Plasma e n d o t o x i n l e v e l s b e f o r e and a f t e r passage through a 0.45 micron f i l t e r were q u a n t i t a t e d by ! h m _ u 1 5 l y s a t e a s s a y . Two h o u r s a f t e r i n f e c t l o n r a b b i t s r e c e i v e d e i t h e r 2.5 mglkg of g e n t a m i c t n o r 100 mglkg of moxalactam i n t r avenously.
Both g r o u p s of r a b b i t s developed s i m i l a r mean l e v e l s o f b a c t e r e m i a and f r e e e n d o t o x i n p r i o r t o a n t i b i o t i c t h e r a p y . However, b e g i n n i n g w i t h i n 112 hour a f t e r a n t i b i o t i c a d m i n i s t r at i o n and c o n t t n u i n g f o r 4 h o u r s , two t o ten-fold h i g h e r mean l e v e l s of f r e e ( f i l t e r a b l e ) e n d o t o x i n were p r e s e n t i n t h e moxalactam-treated r a b b i t s a s compared t o t h e g e n t a m i c i n -t r e a t e d r a b b i t s ( p <.05 f o r e a c h sample t i m e ) .
These h i g h e r mean l e v e l s o f f r e e e n d o t o x i n o c c u r r e d i n t h e moxalactam group a l t h o u g h t h e r e was no s i g n i f i c a n t d i f f e r e n c e i n t h e mean r a t e s o f h a c t e r i a l k i l l i n g . Assessment of the c l i n i c a l s i g n i f i c a n c e , i f a n y , of t h e observed d i f f e r e n c e i n r a t e s of e n d o t o x i n l i b e r a t i o n f o l l o w i n g aminoglycoside t h e r a p y v e r s u s t h i r d g e n e r a t i o n c e p h a l o s p o r i n t h e r a p y w i l l r e q u i r e f u r t h e r s t u d i e s employing biochemical and p h y s i o l o g i c a l measurements. The p r e s e n t s t u d i e s were d e s i g n e d t o d e t e r m i n e t h e r o l e of FN a l o n e and i n combination w i t h a n t i b o d y p r e p a r a t i o n s i n p r o v i d i n g prot e c t i o n a g a i n s t e x p e r i m e n t a l n e o n a t a l GBS i n f e c t i o n i n a r a t
model. FN a d m i n i s t r a t i o n a l o n e d i d n o t p r o t e c t a g a i n s t t y p e I11
GBS i n f e c t i o n ( u n t r e a t e d 33% s u r v i v a l , n=18; v s t r e a t e d 29%, n=17). When EN was combined w i t h a p o l y c l o n a l human IgG p r e p a r at i o n m o d i f i e d f o r i n t r a v e n o u s u s e (IGIV), i n c r e a s e d p r o t e c t i o n was o b s e r v e d ( u n t r e a t e d 24% s u r v i v a l , n=17; IGIV 29%, n=17; IGIV+ FN 48%, n=31). The enhanced p r o t e c t i o n observed w i t h a combinat i o n o f FN and a n t i b o d y was more i m p r e s s i v e when a murine monoc l o n a l t y p e I11 s p e c i f i c IgG a n t i b o d y was employed ( u n t r e a t e d 0%. n=31; FN 14%, n=29; IgG 17%, 11-24; FN+IgG 62%, n=29). FN a l s o enhanced p r o t e c t i o n by low dose monoclonal IgM a n t i b o d y ( u n t r e a te d 5 % ; FN 26%; IgM 18%; FN+IgM 78%). S u r p r i s i n g l y , FN a l s o s i gn i f i c a n t l y enhanced p r o t e c t i o n mediated by an IgA t y p e I 1 1 monoc l o n a l ( u n t r e a t e d 36%. IgA 42%, FN+IgA 65%). These s
t u d i e s i n d i c a t e t h a t FN i n t e r a c t s w i t h a n t i b o d y o f IgG, IgM and even IgA i s o t y p e i n h o s t d e f e n c e . Optimal immunotherapy o f n e o n a t a l group B d i s e a s e may i n v o l v e t h e a d m i n s t r a t i o n of b o t h a n t i b o d y and FN. PERTUSSIS PERSISTS AS A CAUSE OF HOSPITALIZATION IN
1142 w i l l a n . SWY, U p s t a t e JedicaiTGGF, ~& t . A r e v i e w was conducted o f all p t s s e e n a t U p s t a t e Medical C e n t e r d u r i n q t h e p a s t 8 yrs whose NP specimens were p s i t i v e by s p e c i f i c B. p r t u s s i s FA s t a i n . A t o t a l o f 6 1 p t s were i d e n t i f i e d ; 46 were h o s p i t a l i z e d and 1 5 were o u t p t s . The 2 g r o u p s were compared w i t h r e g a r d to a g e and irnnunization s t a t u s .
I n d i c e s o f i l l n e s s s e v e r i t y was a s s e s s e d f o r h o s p i t a l i z e d p t s .
The m a n a g e o f h o s p i t a l i z e d p t s was 4.5 t m s ( 3 wks-36 r m s ) a s c o n t r a s t e d w i t h 1 9 ms ( 6 wks-7 y r s ) f o r o u t p t s . 'Itrenty-six o f t h e 46 i n p t s w e r e less t h a n 1 2 wks o f age. The 1 7 m n -w h i t e i n f a n t s a d m i t t e d t o t h e h o s p i t a l were younger ( m a n a q e 2.2 n o s ) t h a n t h e 29 w h i t e i n f a n t s who were h o s p i t a l i z e d ( 5 . 8 r m s ) . The m n -w h i t e o u t p t s were a l s o younqer ( m a n a q e 15.7 r m s ) t h a n t h e w h i t e o u t p t s (mean a g e 21 rms). ArrPnq t h e o u t p t s 11/15 had r e c e i v e d 2 o r more p e r t u s s i s inrnunizations ( P I ) . I n c o n t r a s t o n l y 7/46 h o s p i t a l i z e d p t s had r e c e i v e d 2 o r r m r e P I . The d u r a t i o n o f h o s p i t a l i z a t i o n was 1-26 d a y s (mean 8 d a y s ) . A l l 10 p t s who were h o s p i t a l i z e d r m r e t h a n 9 d a y s were m n g t h e 23 who had r e c e i v e d no P I . F o r t y -t h r e e h o s p i t a l i z e d p t s had dlest X-rays, 18/20 p t s whose X-rays were abnormal had had less t h a n 2
PI. P e r t u s s i s was m t c o n s i d e r e d i n t h e i n i t i a l d i a g n o s i s i n 1 9 of t h e 46 h o s p i t a l i z e d p t s . I n i t i a l d i a q n o s i s f o r t h e s e 1 9 p t s i n c l u d e d s e p s i s , Reye's syndrome, vornitinq and pneunonia. T h i s s t u d y d e m o n s t r a t e s t h a t p e r t u s s i s c e r s i s t s a s a c a u s e of b s~i t a l i z a t i o n m n q young c h i l d r e n w i t h d e f i c i e n t PI and t h a t
f r e q u e n t l y it is m t c o n s i d e r e d i n t h e i n i t i a l d i a q n o s i s . and had hepatosplenomegaly, a rash resembling "blueberry muffin" spots and brain calcifications. CMV was cultured from urine a t a t i t e r of more than 107 ~~1~5 0 1 m l and also from buffy c o a t , throat swab, and cerebrospinal fluid. A t t h e a g e of 2 weeks his T cell subsets were measured for t h e first time. There was a marked decrease of T 4 positive cells with a normal number of T 8 positive cells, producing a "reversed" T41T8 r a t i o of 0.8. However, his helper-suppressor cell functional assay was normal for age. T h e mother's T 4 and T 8 cells were normal with a r a t i o of 1.5. T h e indirect ELISA CMV-lgG antibody t i t e r was 1:8192 for both mother and newborn baby. T h e baby's ELISA CMV-IgM was negative although his t o t a l serum IgM was 70 mgldl. His CMV-lgG t i t e r decreased t o undetectable levels by 4 months of age; t h e o t h e r findings persisted unchanged. At 8 months of age, his CMV IgG rose t o 1:10,140. Despite this high level of IgG antibody, t h e CMV shedding continued unabated, t h e CMV-lgM remained negative and t h e T4lT8 r a t i o was still reversed. This study shows t h a t congenital CMV infection can result in profound disturbances of immune regulation.
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RAPID DETERMINATION OF MOLECULAR RELATEDNESS OF CLINICAL CYTOMEGALOVIRUS STRAINS.
S t e p h e n A, S~e c t o r , Ken X, Hirata, and Thomas R. Neuman (Spon. by James D.
Connor) Univ. o f Calif., Department of P e d i a t r i c s , San Diego.
R e s t r i c t i o n e n z y m e d i g e s t i o n a n a l y s i s o f c y t o m e g a l o v i r u s (CMV) i s o l a t e s i s used a s a p o w e r f u l t o o l t o s t u d y t h e epidemiology of CMV i n f e c t i o n s . Use of t h i s t e c h n i q u e i s hampered by t h e n e c e s s i t y of g r o w i n g s u f f i c i e n t v i r u s i n t i s s u e c u l t u r e w h i c h may t a k e 3-6 m o n t h s . U s i n g 3 2 EcoRI c l o n e s f r o m t h e AD169 s t r a i n o f CMV, o u r s t u d i e s o f t h e CMV genome show t h a t p o l y m o r p h i s m i s p r e s e n t i n t h e f r a g m e n t s c l o s e s t t o t h e l o n g a n d t h e s h o r t i n v e r t e d r e p e a t s e q u e n c e s o f t h e j o i n t r e g i o n s .
C o m p l e t e h e t e r o g e n e i t y i s p r e s e n t f o r a l l d i f f e r e n t CMV s t r a i n s when h y b r i d i z e d t o j o i n t p i e c e s , F and H. Using t h e s e o b s e r v a t i o n s , we developed a r a p i d method t o d e t e r m i n e molecul a r r e l a t e d n e s s of d i f f e r e n t c l i n i c a l i s o l a t e s o f CMV. DNA i s e x t r a c t e d d i r e c t l y from p r i m a r y c u l t u r e s o r c l i n i c a l s p e c i m e n s c o n t a i n i n g C H I , c l e a v e d w i t h r e s t r i c t i o n e n z y m e E c o R I , s e p a r a t e d by e l e c t r o p $ y e s i s , t r a n s f e r r e d t o n i t r o c e l l u l o s e f i l t e r s , h y b r i d i z e d t o P-labeled f r a g m e n t F o r H, and exposed t o x-ray f i l m .
Using t h i s procedure, we f i n d t h a t a l l random i s o l a t e s o f CMV e x h i b i t d i f f e r e n t f r a g m e n t s h y b r i d i z i n g t o c l o n e s F a n d H, w h i l e i s o l a t e s s h o w i n g i d e n t i c a l r e s t r i c t i o n enzyme d i g e s t i o n p a t t e r n s e x h i b i t i d e n t i c a l DNA bands hybridi z i n g t o t h e j o i n t fragments. T h i s p r o c e d u r e r e d u c e s t h e need t o p a s s a g e CMV i n t i s s u e c u l t u r e , c a n b e p e r f o r m e d i n l e s s t h a n a week, and s h o u l d g r e a t l y s i m p l i f y s t u d i e s designed t o d e f i n e t h e epidemiology of CMV i n f e c t i o n s .
I W S S . R i c h a r d H. S t r a u s s , Rae-Ellen W. l 4 , a A M M i l l a n , S.U.N.Y., U p o t a t e Medical C e n t e r , Dept. o f P e d s , S y r a c u s e , NY (Spon. by F r a n k --
S).
Although e n t e r o v i r a l (EV) i n f e c t i o n s h a v e k e n a s s o c i a t e d w i t h m y o c a r d i t i s , the p o t e n t i a l f o r t h e s e a g e n t s t o c a u s e s u b c l i n i c a l myocardial d y s f u n c t i o n (MD) h a s n o t k e n s t u d i e d . From 7/1/83, u n t i l 10/31/83, we p r o s p e c t i v e l y s t u d i e d a l l h o s p i t a l i z e d p t s under 2 y e a r s o f a g e whose i l l n e s s e s were v t i b l e w i t h EV i n f e c t l o n ( 2 2 p t s ) t o determine i f t h o s c p t s had c l i n i c a l , e l e c t r o c a r d i c q r a p h i c , o r e c h o c a r d l o q r a p h i c e v i d e n c e o f MD. CSF, r e c t a l swab, and NP swab specimens were c u l t u r e d f o r v i r u s , and CSF, blood and u r i n e specimens were s e n t f o r b a c t e r i a l c u l t u r e . E l e c t r o c a r d i c q r a m s (EKG) and echocardiograms (EC) were o b t a i n e d w i t h i n 48 h o u r s o f a d n i s s i o n . F i v e p t s were c u l t u r e p o s i t i v e f o r E X ( 2 w i t h Echo 11, 1 w i t h Echo 1 4 , 1 w i t h C o x s a c k i e A9, and 1 untyped EV). Four of t h e 5 p t s had EKG and EC a s d e s c r i b e d above,and 2 of t h o s e 4 p t s had E X evidenct. of MD:1 p t had subnormal l e f t v e n t r i c u l a r e j e c t i o n f r a c t i o n , and 1 p t had a p e r i c a r d i a l e f f u s i o n . ' Rm a d d i t i o n a l p t s had s y s t m i c b a c t e r i a l i n f e c t i o n s , 1 of whom had EC chanqes. None o f t h e 22 p t s had c l i n i c a l o r EKG e v i d e n c e o f MD. Of thf 15 p t s w i t h presumed EV i n f e c t i o n s whose v i r a l and bct.+?rial c u l t u r e s were n e g a t i v e , 11 were s t u d l e d w i t h EKG a n d FC; 1 p t had d e c r e a s e 3 l e f t v e n t i c u l a r e j e c t i o n f r a c t i o n . Thpse d a t a d e m o n s t r a t e t h a t s u b c l i n i c a l MD is a Frequent m n p l i c a t i o n o f EV i l l n e s s , and t h a t n e i t h e r p h y s i c a l ~x a m l n a t . i o n nor EKG is a d e q u a t e f o r its d~t e c t i o n .
